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Mail Stop: Appeal Brief-Patents 
Commissioner for Patents 
P.O. Box 1450 

Alexandria, VA 22313-1450 
Sir: 

Transmitted herewith for filing in the above-referenced application are the following 
documents: 

L Transmittal; 

2. Brief on Appeal substitute pages 7-8 (Summary of the Claimed Subject Matter); and 

3* Certificates of Transmission by Facsimile. 
Response to Notification of Non-Compliant Appeal Brief. 

A Notification of Non-Compliant Appeal Brief, dated 10 March 2008, was received by 
appellants. The period for response was set to One Month or Thirty Days, whichever is longer. This 
response is being forwarded on 10 April 2008, that is, within the One Month period of response. 

In the Notification, the Patent Appeal Center Specialist stated the following: 

Item 4. Only the claims involved in the appeal should be included in this section of 
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the Appeal Brief. Please note, the entire Appeal Brief does not need to be 
resubmitted. 

In response to the Notification, appellants have removed the description of claims not subject 
to appeal from pages 7-8 of the Appeal Brief. Pages 7-8 correspond to the section titled "Summary 
of the Claimed Subject Matter." Only substitute pages 7-8 accompany this response. The page 
numbering of the Appeal Brief has not been changed by this substitution. 

Appellants believe that accompanying pages 7-8 overcome the objection to the Appeal Brief. 
Appellants respectfully request entry of the substitute pages and acceptance of the Appeal Brief. 

If the Specialist notes any further matters that the Specialist believes may be expedited by a 
telephone interview, the Specialist is requested to contact Gregory Giotta at (510) 597-6502 or the 
undersigned at (650) 780-9030. 

Authorization to Charge Deposit Account. 

No additional fee is believed due; however, the Commissioner is hereby authorized to charge 
to Deposit Account No. 15-0615 any fees under 37 C.F.R. §§ 1.16, 1.17 and 1.21 which may be 
required by this paper, with the exception of the payment of the issue fee. 
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2100 Powell Street 
Emeryville, CA 94608 
Phone:(510)597-6502 
Facsimile: (510) 597-6610 



Respectfully submitted, 




Registration No. 33,875 
Agent for Appellants 
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SUMMARY OF THE CLAIMED SUBJECT MATTER 

There are three groups of claims pending in the present application. The first group 
of claims contains independent claims 26-28, which are allowed and not under appeal. The 
second group of claims relates to independent claim 1 1 and its dependent claims. The third 
group of claims relates to independent claim 1 5 and its dependent claims. 

Claims 11, 6, 7 and 15, 17, and 18 of the second and third groups, respectively, are 
under appeal and generally relate to methods of killing dividing endothelial cells (e.g., 
microvascular endothelial ceils) with substantially less killing of quiescent endothelial cells 
using a replication competent adenovirus comprising a mutation in an El A CR2 RB family 
member binding region. 

In the second group of claims, the claims are directed to a method for killing dividing 
endothelial cells with substantially less killing of the quiescent endothelial cells (independent 
claim 1 1 ; see, e.g., specification, Abstract; page 9, line 22, to page 10, line 2; page 12, lines 
10-1 5; original claim 1 1). The method comprising contacting a cell population, comprising 
dividing and quiescent endothelial cells, under infective conditions with a replication 
competent adenovirus (see, e.g., specification, page 9, line 22, to page 10, line 2; page 6, 
lines 1 1-19; original claim 1 1). The adenovirus comprises a mutation in an E1A CR2 RB 
family member binding region of the adenovirus (see, e.g., specification FIG. 1; page 4, lines 
4-6; original claim 1 1). A sufficient time for the mutant adenovirus to infect the cell 
population is allowed (see, e.g., specification page 9, line 9, to page 10, line 2; original claim 
11). The mutant adenovirus replicates to higher titers in the dividing cells than wild type 
adenovirus (see, e.g. t specification Abstract; Example 2, pages 17-18; original claim 11). The 
contacting is by direct administration of the replication competent adenovirus to the cell 
population (see, e.g., specification pages 13-14; and Examples 3 and 4, pages 18-20). 

The mutation in the El A-CR2 region may, in an adenovirus type 5, comprise a 
deletion or substitution of one or more amino acids 122 through 129 encoded by the El A- 
CR2 region (see pending claim 6). ' Alternatively, the mutation in the El A-CR2 region may, 
in an adenovirus type 5, comprise a deletion or substitution of one or more amino acids 1 1 1 
through 123 (see pending claim 7). Dependent claims 8, % and 10 are objected to and are not 
under appeal. 
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In the third group of claims, the claims are directed to a method for controlling 
angiogenesis in an animal by substantially and selectively killing dividing microvascular 
endothelial cells compared to quiescent microvascular endothelial cells (independent claim 
15; see, e.g , specification Abstract; page 3, lines 8-1 1 ; page 6, lines 27-30; page 9, line 22, to 
page 10 3 line 2; page 12, lines 10-32; original claim 15). The method comprises 
administering to the animal in need of the control a replication competent adenovirus 
comprising a mutation in an El A-CR2 RB family member binding region of the adenovirus 
{see, e.g., specification FIG. 1; page 4, lines 4-6; page 9, line 22, to page 10, line 2; page 6, 
lines 1 1-19; original claim 15). A sufficient time for the mutant adenovirus to infect the 
microvascular endothelial cells is allowed (see, e.g., specification page 9, line 9, to page 10, 
line 2; original claim 1 5). The administering is by direct administration of the replication 
competent adenovirus to the microvascular endothelial cells {see, e.g. , specification pages 
13-14; and Examples 3 and 4, pages 18-20). 

The mutation in the El A-CR2 region may, in an adenovirus type 5, comprise a 
deletion or substitution of one or more amino acids 122 through 129 encoded by the El A- 
CR2 region (see pending claim 17). Alternatively, the mutation in the E1A-CR2 region may, 
in an adenovirus type 5, comprise a deletion or substitution of one or more amino acids 1 1 1 
through 123 (see pending claim 1 8). Dependent claims 1 9, 20, and 34 are objected to and are 
not under appeal. 

The rejection of independent claims 1 1 and 1 5, as well as dependent claims 6, 7, 17 
and 1 8 are the subject of this appeal. 
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